INTRODUCTION
Diabetes mellitus (DM) is the seventh leading cause of death in the United States. Of 2543279 death cer tificates from all-causes in 2010, 2.9% of deaths (n = 73932) clinically listed DM as the main cause of death, and more than 9% of deaths (n = 234051) were attributable to DM as a comorbid cause of death in the United States. It is estimated that more than 1.4 million Americans are diagnosed with DM every year. In 2012, 29.1 million Americans, or 9.3% of the population, had DM. Of the 29.1 million, 21 million were diagnosed, and 8.1 million were undiagnosed [1] . A similar increased prevalence of DM has been estimated worldwide [2] . It is clear that DM has posed a serious public health problem in the United States and in the world [1] [2] [3] [4] , not only because DM is a leading cause of death, but also DM is a significant risk factor for cardiovascular disease (CVD). CVD is the number one killer of the Americans [5] [6] [7] [8] [9] [10] . Although the overall trend in the prevalence of DM and its impact on risk of CVD have been examined by several studies, some were limited to their small sample sizes [11] , some were limited to their study designs [such as findings from the Behavior Risk Factor Surveillance Systems that are conducted using a telephone survey with a very low response rate (< 40%)] [12] , and some were limited to a cross-sectional analysis design [7, 13] . Furthermore, patterns of antidiabetic treatment and its impact on long-term health outcomes are less known. In the present study, we aimed to examine the trend of DM, and the impact of DM on CVD (hypertension, coronary heart disease and stroke), and risk of mortality from CVD and all-cause using a nationally representative sample in the United States. Findings from the study may add new evidence of the burdens of DM to the body of the literatures, the patterns of antidiabetic medications usage, and the magnitudes of DM and drug use on all-cause and CVD mortalities.
MATERIALS AND METHODS

Participants ages 18 years and older in the 2000-2009
National Health Interview Surveys (NHIS) were included in the study. The NHIS has been conducted annually since 1960 by the United States National Center for Health Statistics (NCHS), which is a part of the Centers for Disease Control and Prevention (CDC) [14] . NHIS is a cross-sectional household interview survey that serves as the principal source of information on the health of the noninstitutionalized civilian population of the United States [15] . Uniform sampling and interviewing processes for core variables are continuous throughout each year's survey. The sampling plan follows a multistage area probability design that permits the representative sampling of households and non-institutionalized groups. In NHIS, one adult per household is randomly chosen to participate in a completed interview from approximately 30000 households containing about 85500 persons, of them about 30000 adults ages 18 and older. Participants' vital status (alive or deceased) are followed yearly and linked to death certificates in the National Death Index system (NHIS-Mortality
Statistical analysis
A serial analysis was conducted to test the study hypotheses and fit the time-events prediction models. The first group analysis included the basic characteristics description of the study participants and tested gender differences using univariate analysis, including t test for continuous variables, and χ 2 tests for categorical variables. Changes in the prevalence of DM from 2000 to 2009 by sex and ages (18-54, 55-64, 65-74 and ≥ 75) were tested using simple linear regression models. The second group analysis involved estimates of mortality rates (per 1000 person-year) from all-cause, heart disease, cerebrovascular disease, and total CVD. We used Poisson regression to calculate mortality per person years. The third group analysis estimated the hazard ratios of DM (yes/no) for the risk of mortality from all-cause, heart disease, cerebrovascular disease, and total CVD using Cox's proportional hazard regression models. In the analysis, five multivariate adjusted Cox's models were performed by gender. Model 1 adjusted for age (years) and race/ethnicity (NH-White, NHBlack, Hispanics, and other groups). Model 2 adjusted for age, race/ethnicity and education level (< higher school, high school, and ≥ college). Model 3 adjusted for the covariates used in Model 2 plus three behavioral factors (smoking, alcohol consumption and physical activity). Model 4 adjusted for the covariates used in Model 3 plus hypertension. Because patients with CVD at baseline may have an increased risk of mortality, we excluded those patients in Model 5 and adjusted the same covariates as used in Model 4. Interactions of gender and DM on risk of mortality were tested using SAS Proc GENMOD. The fourth group analysis involved in estimates of the prevalence of glucose lowering medication and insulin use. We examined hazard ratios of monotherapy and combinations of glucose lowering medication and insulin use for the risk of mortalities compared to those without antidiabetic medication use. In the last group analysis, we compared baseline differences in 5 preventable factors' age-race-adjusted standardized rates (education level, as a marker for economic status, smoking, physical activity, BMI and hypertension) between males and females using logistic regression in order to explain a potential gender difference in the relative risk of all-cause and CVD mortality in patients with DM.
All data analyses were performed using SAS version 9.3, with complex sample modules that take the sample design of NHIS, including stratification, clustering and weight into consideration (SAS Institute, Cary, NC). Statistical significance was determined for a two-sided test at a P value < 0.05.
RESULTS
Baseline characteristics of the study participants
Of 272149 subjects participated in 2000-2009 NHIS, 22305 (8.2%) had diabetes (male: 9892, and female: 12413). The prevalence of DM significantly increased Linked File). This Linked File provides an important opportunity for health professionals to estimate the risk of mortality prospectively on the basis of the NHIS participants' baseline characteristics [14] . In the present study, we applied the most recently released NHISMortality Linked File, which had follow-up information for subjects who participated in NHIS in and before 2009, and followed up through the end of 2011 (December 31, 2011). We examined the past one decade trend of DM between 2000 and 2009, and risk of mortality in patients with DM. Of total 287530 participants ages 18 and older, we excluded 15381 who had missing information on prevalent DM status at baseline (n = 237), and those who were lost to follow-up (n = 15144) during the course of follow-up between 2000 and 2011, yielding a final analytic sample of 272149 adults (94.7% = 272149/287530). To examine the patterns of medication use in patients with DM, we further linked the study sample at individual participant's level with the Medical Expenditure Panel Surveys (MEPS) [16] . The NHIS, NHIS-Mortality Linked File and MEPS have been approved by the Institutional Review Board of the United States CDC NCHS and are available through the NCHS [14] . The present analysis has been approved by Drexel University Institutional Review Board (# 1605004544).
Two groups of health outcomes in patients with and without DM were examined: (1) all-cause mortality; and (2) CVD mortality. Mortality data were defined using ICD-10: Heart disease (ICD10: I00-I09, I11, I13, I20-I51), cerebrovascular disease (ICD10: I60-I69). CVD includes the two major forms of heart disease and cerebrovascular disease (ICD10: I00-I09, I11, I13, I20-I51 and ICD10: I60-I69). Predictors and covariates included: (1) demographic factors: Age, gender, race/ethnicity and education attainments (< high-school graduate, high-school graduate, and ≥ college); (2) ). Physical activity status was grouped on the basis of current guidelines (active: ≥ 150 min per week of moderate-intensity equivalent leisure-time aerobic activity; insufficiently active: 10-149 min per week of moderate-intensity equivalent leisure-time aerobic activity); (3) CVD related chronic conditions: Hypertension, coronary heart disease (CHD) and stroke. Baseline CVD includes patients who had CHD and/or stroke. The baseline chronic conditions were classified by participants' self-reports of diagnoses made by a doctor or health professional; and (4) DM, oral glucose-lowering medication and insulin use were classified according to DM patients' prescription records. from 2000 to 2009 in all age groups for males and females (P < 0.001) ( Figure 1A) . The annual increase rates (per 1000) were 2.27, 4.54, 5.07, and 7.56 for male aged 18-54, 55-64, 65-74 and ≥ 75, respectively (test for linear trend, all P < 0.01). The corresponding values in females were 2.19, 6.76, 7.00 and 6.12, respectively (P < 0.01). Females had 1.49 times higher annual increase in those aged 55-64, and 1.38 higher in those aged 65-74 compared to males ( Figure 1B ). There were significant differences in demographic, behavior factors and medical conditions between those with and without DM in males and females (Table 1 and Figure 2 ).
Mortality from all-cause and CVD in patients with DM vs those without DM Table 2 shows that mortality from all-cause, heart disease, cerebrovascular disease (CBVD) and CVD increased with age in subjects with or without DM. However, patients with DM had significantly higher mortality than those without DM in both males and females, except for CBVD in males aged 18-54.9 (P = 0.063), and aged ≥ 75 (P = 0.694), and in females aged ≥ 75 (P = 0.371). Figure 3A depicts an overall increase in all-cause mortality with increased age in males and females, but a greater increased trend for those aged ≥ 65. Similar trend for CVD mortality is shown in Figure 3B . Subjects without DM had a much lower mortality rate from all-cause and CVD before the age of 65 as compared to those with DM and age of 65 and older.
Multivariate adjusted hazard ratios of DM for risk of mortality
Of the total study sample, within an average 7.39 (SD = 3) years of follow-up, the results show that after adjustment for age and race/ethnicity, male patients with DM vs non-DM had 1.56 times higher risk of death from all-cause (HR = 1.56, 95%CI: 1.49-1.64), 1.72 times higher from heart disease (HR = 1.72, 95%CI: 1.53-1.93), 1.48 times higher from CBVD (HR = 1.48, 95%CI: 1.18-1.85), and 1.67 times higher from CVD (HR = 1.67, 95%CI: 1.51-1.86), respectively (Model 1, Table 3 ). Similar results were observed in females. After further adjustment for the inclusion of education (Model 2), and behavior risk factors (cigarette smoking, alcohol consumption, and physical inactivity, Model 3), the corresponding HRs of DM for the risk of the mortalities remained statistically significant in patients with DM vs those without DM in males and in females. Model 4 shows that after a further control of the effect of hypertension, the HRs were attenuated compared to Model 3, specifically the impact of DM on the risk of death from CBVD became a borderline significance in males (P = 0.06). Finally, we excluded those who had heart disease and stroke at baseline (Model 5), the results show that HRs were further attenuated, except for a slight but non-significant increase in HR for death from CBVD in females. Females appeared to have a higher HRs of DM for mortality from all-cause, heart disease and CVD than males. However, the increased HRs in females became non-significant after adjusting for age, race/ethnicity and education (Model 2), adjusting for behavior factors (Model 3), adjusting hypertension (Model 4), and excluding those who had heart disease and stroke at baseline (Model 5). Table 4 shows that in males, 10% of patients with DM did not use any antidiabetic medications, and 38.1% of DM patients used antidiabetic monotherapy, and 51.9% used ≥ 2 antidiabetic medications. The corresponding values of the prevalence of those who did not use any antidiabetic medication, those who used 1 only (i.e., monotherapy), and those who used ≥ 2 were 10.3%, 40.4% and 49.4% in females respectively. Of those with monotherapy in males, 37.2% patients used insulin, followed by metformin (27.3%), sulfonylureas (25.9%) and others (9.6%). The most common three monotherapies in females were metformin (33.2%), insulin (33.0%), and sulfonylureas (21.9%), (gender differences: P = 0.008). Among patients with combined antidiabetic medication therapies, the most frequent combination was metformin and sulfonylureas (20 differences in the proportions of combined therapies between males and females were observed (P = 0.42).
Proportions of antidiabetic medication usage in patients with DM
Hazard ratios of antidiabetic medication use for risk of mortality Table 5 shows that after adjustment for key covariates, patients with treatment of antidiabetic medication vs those without had 7% lower risk of mortality from all-cause (HR = 0.93, 95%CI: 0.73-1.18, P = 0.56, Model 2) and 4% lower risk from CVD (HR = 0.96, 95%CI: 0.60-1.54, P = 0.87, Model 2), although these associations did not reach statistical significance. However, DM patients with metformin monotherapy had a significantly decreased risk of all-cause mortality (HR = 0.55, 95%CI: 0.38-0.80, P = 0.002, Model 2), but those with insulin monotherapy showed an increased risk of all-cause mortality (HR = 1.71, 95%CI: 1.31-2.24, P < 0.0001, Model 2). A protective but nonsignificant effect of the treatment of antidiabetic medications (except for sulfonylureas and insulin use) on CVD mortality was observed.
In patients with DM, a combination of metformin, sulfonylureas and thiazolidinedione showed a significantly reduced risk of all-cause mortality compared to those who did not use a combination therapy (HR = 0.43, 95%CI: 0.27-0.70, P = 0.001, Model 2 in Table 5 ). A significantly reduced risk of all-cause mortality was observed as well in patients with any other combined drug therapies (0.68, 0.50-0.93, P = 0.016, Model 2) . No significant association between combination medication use and risk of CVD mortality was observed for DM patients with or without combination therapies, except for those with thiazolidinedione plus any other antidiabetic medications (excluding insulin) (0.52, 0.28-0.98, P = 0.042). Table 6 shows that DM patients with insulin monotherapy showed an increased risk of heart disease mortality than those without insulin monotherapy (1.91, 1.12-3.26, P = 0.018, Model 2). A combination of metformin, sulfonylureas and insulin was significantly and negatively associated with heart disease mortality (0.35, 0.20-0.62, P < 0.0001, Model 2). No statistical significance in mortality from CBVD was observed in DM patients with or without medication (neither monotherapy nor combinations).
DISCUSSION
The present study, using data from one of the largest national health survey systems and multiple linkage files, examined the burden of DM and its impact on CVD and all-cause mortality among adults in the United States. The study adds new evidence to the body of scientific literatures regarding antidiabetic medication profiles and health outcomes in patients with DM. The main findings show that: (1) the prevalence of DM significantly increased in all age groups for males and females in the last decade; (2) patients with DM had 1.47 to 1.62 times higher risk of death from all-cause and CVD in males, and 1.55 to 1.68 times higher in females compared to those without DM; (3) about 40% of patients with DM used antidiabetic monotherapy, and about 50% used combined antidiabetic therapy, however 10% of patient with DM did not use any medication in both males and females; and (4) in patients with DM, using metformin monotherapy or a combined therapy of metformin with other antidiabetic medications showed a significantly reduced risk of allcause mortality. This protective association remained significant after adjustment for age, sex, race/ethnicity, survey year, antihypertensive drug, and anti-dyslipidemia medication use.
The present study confirmed an increased prevalence of DM in the last decade in the United States This finding is consistent with previous reports [1] [2] [3] [4] , and provides new evidence at the national level. Several factors may contribute to the increased rates. Of them, an increased prevalence of obesity across the nation may contribute to the increased trend of DM. We analyzed obesity rate using the same NHIS data. Given the well-known pathophysiological mechanisms of obesity and risk of DM, this finding suggests that control of obesity would play a pivotal role in stopping the unwelcome trends of DM. In addition, females aged 5574 have a greater increased trend of DM than males ( Figure 1B ). Although it is unclear why there is a notable increase in this age group for females, changes in female hormone at pre-and post-menopausal ages may partly explain this gender difference in the risk of DM and other chronic diseases [5, 7, [17] [18] [19] [20] [21] . Data from the Women's Health Initiative Hormone Trial suggest that combined therapy with estrogen and progestin reduces the incidence of DM [21] . As demonstrated in several studies, we observed an excess relative risk (i.e., hazard ratio) of DM for allcause and heart disease in females vs males. However, this excess risk became non-significant after adjustment for key covariates. Findings using data from the earlier Framingham Heart Study (FHS) surveys (1970s and 1980s) demonstrated a significant excess risk of recurrent myocardial infarction and fatal coronary heart disease for women with DM vs men with DM [22, 23] . Our non-significant results are not consistent with the previous report. It may be attributable to the different datasets we used from the FHS. For example, the majority of participants in FHS were white middle class individuals who may have different risk profiles from minorities and people with lower social status. Furthermore, a decreased relative risk of DM for CVD in recent generations has been observed because of early diagnosis and disease prevention as well as more advanced treatment than two or three decades ago. Nevertheless, this relatively higher risk of DM for coronary heart disease in women vs men should be still taken into consideration in CVD risk assessment and disease prevention. In the study, among 5 preventable CVD risk factors that we examined, 4 (percent of individuals with lower socioeconomic status, assessed by education level, the proportion of individuals who were physically inactive, the proportion of individuals with obesity, and the proportion of individuals who had hypertension) were significantly higher in females than males, although males had a higher smoking rate than females (Table 7) . These risk factors differences may partly explain the relative risk difference between genders. It is clear further studies are needed to assess the gender differences, including studies of the established and emerging risk predictors [15, [24] [25] [26] [27] [28] . The present study provides new evidence of the patterns of antidiabetic medicine usage and their impact on all-cause and CVD mortalities in patients with DM. Treatments with metformin, insulin, and sulfonylureas were the top three medications in the study population. More than one third of patients took insulin, which is commonly given to patients either for a shortterm use because of significantly out of control serum glucose, or for long-term glucose control because their DM has progressed over many years (commonly between 10 and 20 years) and their pancreas can no longer make enough insulin to respond to other glucoselowering medications [5, 29] . Similar to previous studies, findings from the present study suggest a significant protective effect on all-cause mortality, and a protective effect on CVD mortality for those using metformin or metformin combined with other glucose-lowering medications. Metformin, a class of medications known as "biguanides" and a first-line agent for type 2 DM (T2DM) pharmacotherapy, is one of the most prescribed drugs worldwide [30] . It has been suggested that the potential mechanisms by which metformin reduces the risk of mortality is lowering blood glucose by reducing hepatic glucose output, decreasing intestinal glucose absorption, and controlling body weight by decreasing food intake [30] [31] [32] , The mechanism of the cardiovascular effect of metformin was reported to improve lipoprotein profiles in diabetic patients by decreasing plasma concentrations of free fatty acid, triglycerides, total cholesterol and LDL cholesterol and increased HDL cholesterol [30] . Meanwhile, all-cause mortality includes deaths from cancer as well. Several studies have shown a significant risk reduction in cancer incidence and mortality among diabetic patients on metformin use relative to other antidiabetic drugs use [33] . Furthermore, in considering that biguanides demonstrate a better safety profile than most oncology drugs in current anticancer drug use, nonconventional routes for administering diabetobiguanides for cancer treatment has been suggested [34] . Findings from the present study support the current knowledge of metformin therapy in the reduction of CVD and total mortality, although further studies are needed in detail on its specific association with CVD and cancers.
In addition to the strength of using a largescale sample size, the present study has several other advantages. First, using the NHIS-Mortality Linked Files, we were able to test the association between DM and risk of outcomes prospectively. Second, by using NHIS-MEPS linkage Files, we were able to test the patterns of medications which paves the way for us to further test more details on the association between pharmacotherapy and disease outcomes using a nationally representative dataset.
Similar to any study, however, the present study has several limitations. First, we were unable to classify whether a patient with DM was type 1 DM (T1DM) or T2DM because the NHIS data did not collect the information. Therefore, findings from the study cannot be applied to interpret risk differences between T1DM and T2DM. However, although T1DM can occur at any age, it is most often diagnosed in children, adolescents, or young adults. The NHIS's participants were aged 18 and older. Furthermore, it is well-known that the majority of total DM are T2DM in general population, we may be able to assume the majority DM cases in the NHIS data were T2DM. Second, baseline predictors were measured once only, that any changes in the study variables after baseline may affect the prospective estimates of the associations between baseline predictors and health outcomes. Findings of the study should be on the basis of the hypothesis that these changes, if any, were randomized across all participants, so that a potential time-varying bias would be small when a study uses a large-scale sample size [35] . Third, participants' medical conditions at baseline were selfreported physician-diagnosis of disease (hypertension, CHD, stroke and DM), therefore possible recall bias may occur. However, the recall bias might have a relatively small effect, because the use of self-reports of physiciandiagnosis of disease have been confirmed as a valid approach in large-scale population health surveys in the United States [36, 37] . Fourth, the NHIS did not have data on participants' physical exams and laboratory tests (i.e., without exact blood pressure measures, and measures from serum lipids and metabolic biomarkers), which may not only lead to underestimate the prevalence of hypertension and DM, but also limit us to quantitatively estimate the association between antidiabetic drug use and changes in serum HbA1c (a biomarker of glycaemia control status in diabetic patients) and lipid profiles, and their impacts on the study outcomes. Therefore, the findings of the study provide a relatively conservative estimate of the burdens of disease. Fifth, we were unable to test subgroups of antidiabetic drugs' effects on the study outcomes, such as the subgroups of sulfonylureas, because the detail data was not available from NHIS-MESP Linkage File. Sixth, in multivariate analysis, we cannot always be able to control adequately for confounding factors. We may not even know about them and chance cannot be discarded although it is highly unlikely. Despite the limitations discussed the above, three clear and important conclusions follow the present study. First, the prevalence of DM significantly increased in all age groups in the past decade, with specific increase in females aged 55-74 compared to males. Second, DM is a significant predictor for mortality from all-cause and CVD in both genders, with a slightly higher excess relative risk in females vs males. Third, about 10% of patients with DM do not receive antidiabetic therapy. DM patients who received metformin monotherapy or combination of metformin with other antidiabetic medications (except insulin) showed a significant protective effect on all-cause mortality.
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Background
Diabetes mellitus (DM) is a leading cause of death in the United States. The present study examined the trend of DM using data from nationally representative surveys from 2000 to 2009. It is one of the first studies that address the epidemic of DM in the nation, and its serious impact on population health. Furthermore, findings from the study add new evidence of glucoselowering treatment and health outcomes in patients with DM using data from the real world, instead of using a sample from very selective participants that are commonly applied in clinical trials.
Research frontiers
The amount of data in the real world has been exploding, and analyzing largescale data sets, so called Big data is becoming a key basis of competition and productivity in epidemiological studies of DM. The present study using a largescale dataset from multiple sources not only addresses the epidemic of DM in the United States, but also advances the research methods to build a national cohort sample by taking the advantages of national health survey data at baseline linking health medication prescription and vital statistics for a decade time period. Findings from this approach provide a unique opportunity to address drug effects on health outcomes using data from real world.
Innovations and breakthroughs
The innovations of the study are characterized by its research design linking data from multiple sources, and building up a representative sample of national cohort study.
Applications
The study design adds new research approach to the body of study designs using data from population based studies. Findings from the study are very informative for counties that are experiencing an increasing trend of obesity and diabetes in the world.
Terminology
Cross-sectional study design; Prospective study design; Linked Files.
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